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DOCUMENT NUMBER: 149:32285 

TITLE: Aminothienopyridinone derivatives as p38 MAP kinase 

inhibitors and their preparation, pharmaceutical 
compositions and use in the treatment of diseases 

INVENTOR(S) : Davis, Jeremy Martin; Brookings, Daniel Christopher; 

Langham, Barry John; Hutchings, Martin Clive 

PATENT ASSIGNEE (S) : UCBPharma, S.A., Belg. 

SOURCE: PCT Int. Appl . , 37pp. 
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OTHER SOURCE(S): MARPAT 149:32285 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to 3-aminothienopyridinone derivs. of formula I, to 

processes for preparing them, to pharmaceutical compns. containing them and to 

their use as pharmaceuticals. Compds . of formula I wherein Rl and R2 are 

independently Cl-3 alkyl, halo and OH; m and n are independently 1-3; R3R4 

taken together to form (un) substituted 4- to 6-membered non-aromatic 

heterocycle; and their pharmaceutically acceptable salts, stereoisomers, 

geometrical isomers, enantiomers and diastereoisomers thereof, are 

claimed. Example compound II was prepared by N-arylation of 

3-bromo-7- ( 2 , 6-dif luorophenyl ) -2- ( { (2R) -2- [ (tetrahydro-2H-pyran-2- 

yloxy ) methyl] pyrrol idin-l-yl } car bony 1 ) thieno [ 2 , 3-b] pyridin-6 ( 7H) -one with 

2-amino-6-picoline . All the invention compds. were evaluated for their 

p38 MAP kinase inhibitory activity. From the assay, it was determined that II 

exhibited the IC50 values of 15 - 30 nm against p38a MAP kinase 

inhibitor . 

IT 1030833-75-0P 1030833-95-4P 1030833-97-6P 
1030833-98-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of aminothienopyridinone derivs. as p38 MAP 
kinase inhibitors useful in the treatment of diseases) 
RN 1030833-75-0 CAPLUS 



CN Thieno [2, 3-b] pyridine-2-carboxylic acid, 3-amino-7- ( 2 , 6-dif luorophenyl ) - 
6, 7-dihydro-6-oxo-, ethyl ester (CA INDEX NAME ) 




CK , / C- OEt 




NH2 

RN 1030833-95-4 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7- ( 2 , 6-dif luorophenyl ) -2- [ [ (3R) -3- 
[ (tetrahydro-2H-pyran-2-yl) oxy] -1-pyrrolidinyl] carbonyl] - (CA INDEX NAME) 

Absolute stereochemistry. 




NH j 



RN 1030833-97-6 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7- ( 2 , 6-dif luorophenyl ) -2- [ [ (2R) -2- 
(hydroxymethyl) -1-pyrrolidinyl] carbonyl] - (CA INDEX NAME) 

Absolute stereochemistry. 




NH2 



RN 1030833-98-7 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7- (2, 6-dif luorophenyl) -2- [ [ (2R) -2- 
[ [ (tetrahydro-2H-pyran-2-yl) oxy ] methyl ] -1-pyrrolidinyl ] carbonyl] - (CA 
INDEX NAME) 



Absolute stereochemistry. 
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Process for palladium catalyzed C-N coupling 

Schlummer, Bjoern; Scholz, Ulrich; Smith, Ian 
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PCT Int. Appl., 28 pp. 
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PRIORITY APPLN. INFO.: DE 2 0 0 4-1 0 2 0 0 4 0 56 8 2 1A 20041124 

DE 2004-102004056820A 20041124 
WO 2005-EP12509 W 20051123 

OTHER SOURCE(S): CASREACT 145:27972; MARPAT 145:27972 

GI 




AB The invention relates to a process for the preparation of thieno [ 2 , 3-b] pyridine 
derivs. I [wherein X = O, S, NH, or CH2; Y = O or S; Z and B = 
independently N or CH; R1-R3 = independently H, (pseudo) halo, OH, N02, 
(un) substituted alkyl, alkoxy, aryl, etc.; R4 = H, (un) substituted alkyl, 



aryl, or arylalkyl; R = independently H, (pseudo) halo, OH, N02, 
(un) substituted alkyl, alkoxy, aryl, etc.; n = 0-5] comprising coupling of 
an aryl halide or an aryloxysulf onyl compound with an amine in the presence 
of palladium catalyst. For example, 3-amino-6-oxo-7-phenyl-6 , 7- 
dihydrothieno [2, 3-b] pyridine-2-nitrile was reacted with 3-bromotoluene in 
the presence of tris (dibenzylideneacetone) palladium, a phosphorus ligand, 
and potassium phosphate to give II (87%) . The process is useful for the 
formation of C-N bonds. 

IT 639481-33-7 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(palladium catalyzed C-N coupling) 

RN 639481-33-7 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carbonitrile, 3-amino-6, 7-dihydro-6-oxo-7-phenyl- 
(CA INDEX NAME) 



Ph 




NH2 



REFERENCE COUNT: 



11 THERE ARE 11 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2005:409526 CAPLUS 
142 : 463710 

Preparation of thieno [2 , 3-b] pyridinone derivatives as 
kinase, especially p38 MAP kinase, inhibitors useful 
in the treatment of and/or prevention of immune or 
inflammatory disorders 

Alexander, Rikki Peter; Davis, Jeremy Martin; 

Hutchings, Martin Clive; Laing, Victoria Elizabeth; 

Trevitt, Graham Peter 

Celltech R&D Limited, UK 

PCT Int. Appl., 181 pp. 
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Patent 
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OTHER SOURCE (S) : 



GB 2003-24902 
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GB 2004-16934 
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20041022 



MARPAT 142:463710 




Ph 



AB Title compds. I [wherein Rl = (un) substituted (C3-7 cycloalkyl ) methyl , 

hetero/aryl; R2 = H, N02, CN, C02H and derivs., NH2 and derivs., etc.; R3 
= (un) substituted hetero/aryl; and their pharmaceutically acceptable 
salts] were prepared as p38 MAP kinase inhibitors for treating and/or 
preventing immune or inflammatory disorders. For example, II was prepared 
by reacting Et 3-bromo-6-oxo-7-phenyl-6 , 7-dihydrothieno [ 2 , 3-b] pyr idine-2- 
carboxylate (preparation given) with 3-methylbenzaldehyde and oxidation with 

Mn02 . 

I are potent inhibitors of p38 MAP kinase (IC50 around 2 |iiM and below), 
especially p38a kinase. 
IT 639481-33-7P, 3-Amino-6-oxo-7-phenyl-6 , 7-dihydrothieno [ 2 , 3- 
b]pyridine-2-carbonitrile 639481-35-9P, 3-Amino-7- ( 2- 
chlorophenyl ) -6-oxo-6 , 7-dihydrothieno [ 2 , 3-b] pyridine-2-carbonitrile 
817177-56-3P, 3-Amino-2-nitro-7-phenylthieno [ 2 , 3-b] pyr idin-6 (7H) - 
one 851748-38-4P, 3-Amino-7- ( 2-chlorophenyl ) -2-nitrothieno [ 2 , 3- 
b]pyridin-6 (7H) -one 851748-57-7P, 3-Amino-7- ( 2-f luorophenyl ) -2- 
nitrothieno [ 2 , 3-b] pyr idin-6 (7H) -one 85174 8-6 9-1P, 

3 -Amino- 7- ( 6-chloropyridin-3-yl ) -2-nitrothieno [ 2 , 3-b] pyr idin-6 ( 7H) -one 
851749-70-7P, 3-Amino-7- ( 2 , 6-dif luorophenyl) -2-nitrothieno [2,3- 
b]pyridin-6 (7H) -one 851749-97-8P, 3-Amino-7- ( 4-methylphenyl ) -2- 
nitrothieno [ 2 , 3-b] pyr idin-6 (7H) -one 85175 0-11-3P, 

3 -Amino- 7- ( 4-f luorophenyl ) -2-nitrothieno [ 2 , 3-b] pyr idin-6 ( 7H) -one 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(intermediate; preparation of thienopyr idinones as p38 MAP kinase inhibitors 
useful in the treatment of and/or prevention of immune or inflammatory 
disorders ) 
RN 639481-33-7 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carbonitrile, 3-amino-6, 7-dihydro-6-oxo-7-phenyl- 
(CA INDEX NAME) 



Ph 



NH2 

RN 639481-35-9 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carbonitrile, 3-amino-7- ( 2-chlorophenyl ) -6, 7- 
dihydro-6-oxo- (CA INDEX NAME) 




NH2 



RN 817177-56-3 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-2-nitro-7-phenyl- (CA INDEX NAME) 



Ph 




NH2 



RN 851748-38-4 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7- ( 2-chlorophenyl ) -2-nitro- (CA 
INDEX NAME) 




NH2 



RN 851748-57-7 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7- ( 2-f luorophenyl ) -2-nitro- (CA 
INDEX NAME) 



1TH2 

RN 851748-69-1 CAPLUS 

CN Thieno [2 , 3-b] pyridin-6 ( 7H) -one, 3-amino-7-( 6-chloro-3-pyr idinyl )-2-nitro- 
(CA INDEX NAME) 



CI 




NH2 



RN 851749-70-7 CAPLUS 

CN Thieno [ 2 , 3-b] pyridin-6 (7H) -one, 3-amino-7- ( 2 , 6-dif luorophenyl ) -2-nitro- 
(CA INDEX NAME) 




RN 851749-97-8 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7- ( 4-methylphenyl ) -2-nitro- (CA 
INDEX NAME) 




NH2 

RN 851750-11-3 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7- ( 4-f luorophenyl ) -2-nitro- (CA 
INDEX NAME) 



F 




IT 851748-71-5P, 3-Amino-7- ( 6-ethoxypyridin-3-yl ) -2-nitrothieno [2,3- 
b]pyridin-6 (7H) -one 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of thienopyridinones as p38 MAP kinase inhibitors useful in the 
treatment of and/or prevention of immune or inflammatory disorders) 
RN 851748-71-5 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7- ( 6-ethoxy-3-pyr idinyl ) -2-nitro- 
(CA INDEX NAME) 
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OTHER SOURCE(S): MARPAT 142:93797 

GI 





AB This invention provides a class of 3-amino-7H-thieno [ 2 , 3-b] pyr idin-6-one 
derivs. I [wherein R = cyano, N02, C02Alk2, C(0)alkyl, C0NHHet2; Alk2 = 
(un) substituted alkyl or aryl; Het2 = (un ) substituted 4/5/6-membered 
heterocycloalkyl ; Rl = (un) substituted (hetero)aryl or (hetero) cycloalkyl; 
R2, R3 = H or a hydrogen atom precursor, or salts, solvates, hydrates, 
protected derivs. and N-oxides thereof], a process for their prepns., and 
the use thereof as intermediates in the manufacture of certain p38 MAP kinase 
inhibitors. For example, 2-cyano-N-phenylthioacetamide was treated with 
N, N-dimethyluracil to give crude thiolate II containing about 20% ethanol, 
which was directly refluxed with chloroacetonitrile in acetonitrile for 2 
h to afford amine III. This compound underwent diazotization and subsequent 
halide displacement with tert-butylnitrite and CuBr2, leading to bromide 
IV. Pd-catalyzed N-alkylation of III with bromobenzene or amination of IV 
with aniline yielded V. Conversion of this product to the corresponding 
carboxamide was realized by the hydrolysis of the cyano group in the 
presence of NaOH-H20-Ethanol system. 

IT 639481-33-7P, 3-Amino-6-oxo-7-phenyl-6 , 7-dihydrothieno [ 2 , 3- 

b]pyridine-2-carbonitrile 639481-34-8P, 3-Amino-6-oxo-7-phenyl- 
6, 7-dihydrothieno [2, 3-b] pyridine-2-carboxylic acid ethyl ester 
639 481-35-9P, 3-Amino-7- ( 2-chlorophenyl ) -6-oxo-6 , 7- 
dihydrothieno [2, 3-b] pyridine-2-carbonitr ile 639481-42-8P, 
3-Amino-7-cyclopropyl-6-oxo-6, 7-dihydrothieno [2, 3-b] pyridine-2- 
carbonitrile 817177-51-8P, 3-Amino-7-phenyl-2- [ (pyrrolidin-1- 
yl) carbonyl] -7H-thieno [2, 3-b] pyr idin-6-one 817177-53-0P 
817177-55-2P, ( S ) -3-Amino-2- [ ( 2-hydroxymethylpyrrolidin-l- 
yl) carbonyl] -7-phenyl-7H-thieno [2, 3-b] pyridin-6-one 817177-56-3P 
, 3-Amino-2-nitro-7-phenyl-7H-thieno [2, 3-b] pyr idin-6-one 
817177-58-5P, 3-Amino-2- ( 4-ethylpiperazin-l-ylcarbonyl ) -7-phenyl- 
7H-thieno [2, 3-b] pyridin-6-one 

RL: IMF (Industrial manufacture); RCT (Reactant); SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 

(process for preparing 3-aminothienopyridone derivs. and their 
applications to the synthesis of p38 MAP kinase inhibitors) 
RN 639481-33-7 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carbonitrile, 3-amino-6, 7-dihydro-6-oxo-7-phenyl- 
(CA INDEX NAME) 




RN 639481-34-8 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carboxylic acid, 3-amino-6 , 7-dihydro-6-oxo-7- 
phenyl-, ethyl ester (CA INDEX NAME) 




RN 639481-35-9 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carbonitrile, 3-amino-7- ( 2-chlorophenyl ) -6, 7- 
dihydro-6-oxo- (CA INDEX NAME) 




RN 639481-42-8 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carbonitrile, 3-amino-7-cyclopropyl-6 , 7-dihydro-6- 
oxo- (CA INDEX NAME) 




NH2 



RN 
CN 



817177-51-8 CAPLUS 

Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7-phenyl-2- (1- 
pyrrolidinylcarbonyl) - (CA INDEX NAME) 



Ph 




11H2 



RN 817177-53-0 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-7-phenyl-2- [ [ (3R) -3- [ (tetrahydro- 
2H-pyran-2-yl) oxy] -1-pyrrolidinyl] carbonyl] - (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 0 




NH2 



RN 817177-55-2 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-2- [ [ (2S) -2- (hydroxymethyl ) -1- 
pyrrolidinyl] carbonyl] -7-phenyl- (CA INDEX NAME) 

Absolute stereochemistry. 



OH 



Ph 0 




NH2 



RN 817177-56-3 CAPLUS 

CN Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-2-nitro-7-phenyl- (CA INDEX NAME) 




RN 
CN 



817177-58-5 CAPLUS 

Thieno [2, 3-b] pyridin-6 (7H) -one, 3-amino-2- [ (4-ethyl-l- 
piperazinyl ) carbonyl] -7-phenyl- (CA INDEX NAME) 




11H2 



IT 639481-38-2P, 3-Amino-7- ( 4-methylphenyl ) -6-0x0-6 , 7- 

dihydrothieno [ 2 , 3-b] pyridine-2-carbonitrile 639481-44-0P, 

3-Amino-7- ( 2-methylphenyl ) -6-0x0-6, 7-dihydrothieno [2, 3-b] pyridine-2- 

carbonitrile 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(process for preparing 3-aminothienopyridone derivs. and their 
applications to the synthesis of p38 MAP kinase inhibitors) 
RN 639481-38-2 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carbonitrile, 3-amino-6, 7-dihydro-7- (4- 
methylphenyl) -6-oxo- (CA INDEX NAME) 



He 




NH2 



RN 639481-44-0 CAPLUS 

CN Thieno [2, 3-b] pyridine-2-carbonitrile, 3-amino-6, 7-dihydro-7- (2- 
methylphenyl) -6-oxo- (CA INDEX NAME) 



X) 

Me I 




NH2 
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OTHER SOURCE (S) : 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [ wherein X = covalent bond, NH or N(alkyl); Y = C(O) or 
S(0)2; A = (CH2)q; B = (CH2)m; n = 0 or 1 ; m = 1-3 ; p = 0-4; q = 0-2; R = 
(un) substituted OH, alkoxy or amino; L = O, S, S(O), S(0)2 or CH2, CHR or 
CR2, NH or N(alkyl); ALK1 = alkylene; Cyl = (un) substituted (hetero) cycle 
or (hetero) aryl; Ar = (un) substituted (hetero ) aryl ; or salts, solvates, 
hydrates and N-oxides thereof] were prepared as p38 MAPK inhibitors. For 
example, II was synthesized in several steps from Et 3-bromo-6-oxo-7- 
phenyl-6, 7-dihydrothieno [2, 3-b] pyridine-2-carboxylate (preparation given) , 
amination with 2 , 4-dif luoroaniline, ester hydrolysis, carboxy group 
activation with pentaf luorophenol and coupling with cis-2- 
aminocyclopentanol hydrochloride. Example compds. had IC50 values of 
around 1 |uM and below for human p38a kinase. Therefore, I and 
pharmaceutical compns. thereof are useful for the treatment and/or 
prevention of immune or inflammatory disorders. 

IT 816464-43-4P, 9H-Fluoren-9-ylmethyl 4- [ ( 3-amino-6-oxo-7-phenyl-6 , 7- 



dihydrothieno [2 , 3-b] pyridin-2-yl ) car bony 1] piper idine-1 -car boxy late 

816464-48-9P, Benzyl 4- [ ( 3-amino-6-oxo-7-phenyl-6 , 7- 

dihydrothieno [2 , 3-b] pyridin-2-yl ) car bony 1] piper idine-1 -car boxy late 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of thienopyridone derivs. as p38 MAPK inhibitors) 
RN 816464-43-4 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ ( 3-amino-6 , 7-dihydro-6-oxo-7- 

phenylthieno [2 , 3-b] pyridin-2-yl ) car bony 1] -, 9H-f luoren-9-ylmethyl ester 
(CA INDEX NAME) 




RN 816464-48-9 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ ( 3-amino-6 , 7-dihydro-6-oxo-7- 

phenylthieno [2, 3-b] pyridin-2-yl ) carbonyl] -, phenylmethyl ester (CA INDEX 
NAME) 
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AB Title compds. I [Y = linking group CO, S02; n = 0-1; m, p = 1-4; Rl = OH, 
alkylene-OH, alkoxy, etc.; Alkl = alkylene; Cyl = cycloaliph., aromatic, 
heteroarom. , etc.; Ar = (un) substituted (hetero) aromatic, etc.] are prepared 
For instance, 3-Bromo-7-phenyl-2- [ [ (2R) -2- [ ( (tetrahydro-2H-pyran-2- 
yl) oxy) methyl] pyrrolidin-l-yl] carbonyl ] thieno [2, 3-b] pyridin-6 (7H) -one 
(preparation given) is coupled to 2 , 4-dif luoroaniline (PhMe, Cs2C03, BINAP, 
Pd2(dba)3, reflux 48 h) and the resulting product deprotected with HC1 to 
give II. All compds. inhibit p38 kinase with IC50 of 1 |uM or less. I 
are useful for the treatment and/or prevention of immune or inflammatory 
disorders . 

IT 639481-35-9P, 3-Amino-7- ( 2-chlorophenyl ) -6-oxo-6 , 7- 
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AB Title compds . I [A = N, (un) substituted CH, dashed line is a double bond; 
A = (un) substituted NH, CH2, dashed line is a single bond; X = O, S, 
(un) substituted NH, S(O), S02; Y = N, (un) substituted CH; Alk = 
(un) substituted aliphatic, heteroaliph . ; n = 0, 1; Ar = (un) substituted 
aromatic, heteroarom.; L = atom, alkylene, heteroalkylene ; LI = bond, linker 
atom, linker group; Cy = H, (un) substituted cycloaliph, polycycloaliph . , 
heterocyclic, polyheterocyclic, aromatic, heteroarom. ; R = H, CN, 
(un) substituted alkyl,C02H, CONH2], especially 6-oxo-6 , 7-dihydrothieno [ 2 , 3- 



b] pyridine derivs., which are inhibitors of p38 kinase of use in the 
treatment and/or prevention of immune or inflammatory disorders (no data) 
were prepared Thus, II [Rl = NHCH2Ph, r2 = Ph] was prepared from 
2-chloronicotinonitrile and HSCH2C02Et via II [Rl = Br, R2 = H] by 
treatment with PhB(0H)2 and PhCH2NH2 . 
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AB Bicyclic heteroarom. derivs. I; where the dashed line joining A and C(Ra) 
is present and represents a bond and A is a -N= atom or a -C(Rb)= group, 
or the dashed line is absent and A is a -N(Rb)-, or -C(Rb) (Rc)- group; X 



is an -0-, -S- or substituted nitrogen atom or a -S(0)-, -S(02)- or -NH- 
group; Y is a nitrogen or substituted carbon atom or a -CH = group; n is 
zero or the integer 1; Alkl is an optionally substituted aliphatic or 
hetero-aliphatic chain LI is a covalent bond or a linker atom or group; Cyl 
is a hydrogen atom or an optionally substituted cyclo-aliphatic, 
poly-cyclo-aliphatic, hetero-cyclo-aliphatic, poly-hetero-cyclo-aliphatic, 
aromatic or 

hetero-aromatic group; Ar is an optionally substituted aromatic or heteroarom. 
group; and the remaining substituents are defined in the specification. 
The compds . are potent and selective inhibitors of p38 kinase and are of 
use in the prophylaxis and treatment of immune or inflammatory disorders. 
Thus, 3- [ (2, 4-dif luorophenyl) amino] -6-oxo-7-phenyl-N-pyrrolidin-3-yl-6 , 7- 
dihydrothieno [2, 3-b] pyridine-2-carboxamide was prepared as as p38 kinase 
inhibitor. In the p38 inhibitor assays described above compds. of the 
invention have IC50 values of around 1 jiM and below. The compds. of 
the invention are clearly potent inhibitors of p38 kinase, especially p38a 
kinase . 
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(preparation of arylamine substituted bicyclic hetero-aromatic compds. as 
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The enaminonitriles Et02CCH2C (NH2 ) : C (CN) CC02Et ) , NCCH2C (NH2 ) : C (CN) 2 , and 
MeC ( :NH) CH2CN treated with Ph isothiocyanate followed by cyclization with 
PHCH2COBr gave the thiophene I, the thieno [ 2 , 3-b] pyridine II and the 
thiophene III, resp. The reactivity of the reaction products toward 
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systems was confirmed. 
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